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DISEASE/CONDITION(S)

e Idiopathic micropenis
e Micropenis due to hypogonadotropic or hypergonadotropic hypogonadism
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Endocrinology
Pediatrics
Urology
INTENDED USERS
Physicians
GUIDELINE OBJECTIVE(S)
e To outline a practical and preliminary approach to paediatric urological
problems
e To increase the quality of care for children with urological problems
TARGET POPULATION
Infants and children with micropenis
INTERVENTIONS AND PRACTICES CONSIDERED

Diagnosis/Evaluation

1. Measurement of the penis

2. Pediatric endocrinology work-up

3. Endocrine testicular function assessment (baseline and stimulated
testosterone, luteinizing hormone and follicle-stimulating hormone levels)

4. Karyotyping

5. Laparoscopy in selected cases

Treatment

1. Androgen therapy
2. Gender conversion

MAJOR OUTCOMES CONSIDERED

Achievement of good sexual function

METHODOLOGY

METHODS USED TO COLLECT/SELECT EVIDENCE
Searches of Electronic Databases
DESCRIPTION OF METHODS USED TO COLLECT/SELECT THE EVIDENCE

The guidelines were based on current literature following a systematic review
using MEDLINE.
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NUMBER OF SOURCE DOCUMENTS
Not stated

METHODS USED TO ASSESS THE QUALITY AND STRENGTH OF THE
EVIDENCE

Weighting According to a Rating Scheme (Scheme Given)
RATING SCHEME FOR THE STRENGTH OF THE EVIDENCE

Levels of Evidence

1a Evidence obtained from meta-analysis of randomized trials

1b Evidence obtained from at least one randomized trial

2a Evidence obtained from at least one well-designed controlled study without
randomization

2b Evidence obtained from at least one other type of well-designed quasi-
experimental study

3 Evidence obtained from well-designed non-experimental studies, such as
comparative studies, correlation studies and case reports

4 Evidence obtained from expert committee reports or opinions or clinical
experience of respected authorities

METHODS USED TO ANALYZE THE EVIDENCE
Systematic Review
DESCRIPTION OF THE METHODS USED TO ANALYZE THE EVIDENCE

Application of a structured analysis of the literature was not possible due to a lack
of well-designed studies. Whenever possible, statements have been classified in
terms of level of evidence and grade of recommendation. Due to the limited
availability of large randomized controlled trials — influenced also by the fact that
a considerable number of treatment options relate to surgical interventions on a
large spectrum of different congenital problems - this document is therefore
largely a consensus document.

METHODS USED TO FORMULATE THE RECOMMENDATIONS
Expert Consensus

DESCRIPTION OF METHODS USED TO FORMULATE THE
RECOMMENDATIONS
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e The first step in the European Association of Urology (EAU) guidelines
procedure is to define the main topic.

e The second step is to establish a working group. The working groups comprise
about 4-8 members, from several countries. Most of the working group
members are academic urologists with a special interest in the topic. In
general, general practitioners or patient representatives are not part of the
working groups. A chairman leads each group. A collaborative working group
consisting of members representing the European Society for Paediatric
Urology (ESPU) and the EAU has gathered in an effort to produce the current
update of the paediatric urology guidelines.

e The third step is to collect and evaluate the underlying evidence from the
published literature.

e The fourth step is to structure and present the information. The strength of
the recommendation is clearly marked in three grades (A-C), depending on
the evidence source upon which the recommendation is based. Every possible
effort is made to make the linkage between the level of evidence and grade of
recommendation as transparent as possible.

RATING SCHEME FOR THE STRENGTH OF THE RECOMMENDATIONS
Grades of Recommendation

A. Based on clinical studies of good quality and consistency addressing the
specific recommendations and including at least one randomized trial

B. Based on well-conducted clinical studies, but without randomized clinical
studies

C. Made despite the absence of directly applicable clinical studies of good quality

COST ANALYSIS

A formal cost analysis was not performed and published cost analyses were not
reviewed.

METHOD OF GUIDELINE VALIDATION
Internal Peer Review

DESCRIPTION OF METHOD OF GUIDELINE VALIDATION
There is no formal external review prior to publication.

The Appraisal of Guidelines for Research and Evaluation (AGREE) instrument was
used to analyse and assess a range of specific attributes contributing to the
validity of a specific clinical guideline.

The AGREE instrument, to be used by two to four appraisers, was developed by
the AGREE collaboration (www.agreecollaboration.org) using referenced sources
for the evaluation of specific guidelines. (See the "Availability of Companion
Documents" field for further methodology information).
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RECOMMENDATIONS

MAJOR RECOMMENDATIONS

Levels of evidence (1a-4) and grades of recommendation (A-C) are defined at the
end of the "Major Recommendations" field.

Background

Micropenis is a small but otherwise normally formed penis with a stretched length
of less than 2.5 standard deviations (SD) below the mean.

Besides an idiopathic micropenis, two major causes of abnormal hormonal
stimulation have been identified:

e Hypogonadotropic hypogonadism (due to an inadequate secretion of
gonadotrophin-releasing hormone [GnRH])

e Hypergonadotropic hypogonadism (due to failure of the testes to produce
testosterone).

Diagnosis

The penis is measured on the dorsal aspect, while stretching the penis, from the
pubic symphysis to the tip of the glans. The corpora cavernosa are palpated, the
scrotum is often small, and the testes may be small and descended. Micropenis
should be distinguished from buried and webbed penis, which is usually of normal
size.

The initial evaluation has to define whether the aetiology of the micropenis is
central (hypothalamic/pituitary) or testicular. A paediatric endocrinology work-up
has to be carried out immediately. Karyotyping is mandatory in all patients with a
micropenis.

Endocrine testicular function is assessed (baseline and stimulated testosterone,
luteinizing hormone (LH) and follicle stimulating hormone (FSH) serum levels.
Stimulated hormone levels may also give an idea of the growth potential of the
penis. In patients with non-palpable testes and hypogonadotropic hypogonadism,
laparoscopy should be carried out to confirm vanishing testes syndrome or intra-
abdominal undescended hypoplastic testes. This investigation can be delayed until
the age of 1 year.

Treatment

Pituitary or testicular insufficiency is treated by the paediatric endocrinologist. In
patients with testicular failure and proven androgen sensitivity, androgen therapy
is recommended during childhood and at puberty to stimulate the growth of the
penis (Level of evidence: 2; Grade of recommendation: B). In the presence
of androgen insensitivity, good outcome of sexual function is questioned and
gender conversion can be considered.
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Definitions:

Levels of Evidence

1a Evidence obtained from meta-analysis of randomized trials
1b Evidence obtained from at least one randomized trial

2a Evidence obtained from at least one well-designed controlled study without
randomization

2b Evidence obtained from at least one other type of well-designed quasi-
experimental study

3 Evidence obtained from well-designed non-experimental studies, such as
comparative studies, correlation studies and case reports

4 Evidence obtained from expert committee reports or opinions or clinical
experience of respected authorities

Grades of Recommendation

A. Based on clinical studies of good quality and consistency addressing the
specific recommendations and including at least one randomized trial

B. Based on well-conducted clinical studies, but without randomized clinical
studies

C. Made despite the absence of directly applicable clinical studies of good quality

CLINICAL ALGORITHM(S)

None provided

EVIDENCE SUPPORTING THE RECOMMENDATIONS

TYPE OF EVIDENCE SUPPORTING THE RECOMMENDATIONS

The type of supporting evidence is identified and graded for some of the
recommendations (see "Major Recommendations" field).

BENEFITS/HARMS OF IMPLEMENTING THE GUIDELINE RECOMMENDATIONS

POTENTIAL BENEFITS
Appropriate diagnosis and treatment of micropenis
POTENTIAL HARMS

Not stated
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QUALIFYING STATEMENTS

QUALIFYING STATEMENTS

The purpose of these texts is not to be proscriptive in the way a clinician should
treat a patient but rather to provide access to the best contemporaneous
consensus view on the most appropriate management currently available.
European Association of Urology (EAU) guidelines are not meant to be legal
documents but are produced with the ultimate aim to help urologists with their
day-to-day practice.

IMPLEMENTATION OF THE GUIDELINE

DESCRIPTION OF IMPLEMENTATION STRATEGY

The European Association of Urology (EAU) Guidelines long version (containing all
19 guidelines) is reprinted annually in one book. Each text is dated. This means
that if the latest edition of the book is read, one will know that this is the most
updated version available. The same text is also made available on a CD (with
hyperlinks to PubMed for most references) and posted on the EAU websites
Uroweb and Urosource (www.uroweb.org/professional-resources/quidelines/ &
http://www.urosource.com/diseases/).

Condensed pocket versions, containing mainly flow-charts and summaries, are
also printed annually. All these publications are distributed free of charge to all
(more than 10,000) members of the Association. Abridged versions of the
guidelines are published in European Urology as original papers. Furthermore,
many important websites list links to the relevant EAU guidelines sections on the
association websites and all, or individual, guidelines have been translated to
some 15 languages.

INSTITUTE OF MEDICINE (IOM) NATIONAL HEALTHCARE QUALITY REPORT
CATEGORIES

IOM CARE NEED
Getting Better
IOM DOMAIN

Effectiveness

IDENTIFYING INFORMATION AND AVAILABILITY
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DISCLAIMER

NGC DISCLAIMER

The National Guideline Clearinghouse™ (NGC) does not develop, produce,
approve, or endorse the guidelines represented on this site.

All guidelines summarized by NGC and hosted on our site are produced under the
auspices of medical specialty societies, relevant professional associations, public
or private organizations, other government agencies, health care organizations or
plans, and similar entities.

Guidelines represented on the NGC Web site are submitted by guideline
developers, and are screened solely to determine that they meet the NGC
Inclusion Criteria which may be found at
http://www.quideline.gov/about/inclusion.aspx .

NGC, AHRQ, and its contractor ECRI Institute make no warranties concerning the
content or clinical efficacy or effectiveness of the clinical practice guidelines and
related materials represented on this site. Moreover, the views and opinions of
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state or reflect those of NGC, AHRQ, or its contractor ECRI Institute, and inclusion
or hosting of guidelines in NGC may not be used for advertising or commercial
endorsement purposes.

Readers with questions regarding guideline content are directed to contact the
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